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1 1 

V *'V-Ali:^$atv^ ttSM&tt U # V - A • 

'J^V-AOMf^ 7^77f^3'J>| (^;l/JtO~70%) > 7*^77 

^^'J>Bl^i (*;VJ£0~~30%) , f>^'JtyKS, MIU(li7^77f 
i?fl'jn)<ku-frm (*MfcO~40%) . ^i^nvxf n-;i/i (^Jt 0 -70%) £ 

[»*a3] 

y r;-Ao 

[W*« 4 ] 

V # v - A (BJtegj&*30~500nm-C2& £ . 1 ^ <b 3 OV^TtL^ 1 gtcfBttOttgH* 

«y #v-A 0 

5 ] 

V ^ V — A O3Sg3&*50~ 300nm-C * & „ 89*31 4 |B^O«|^«$ U # V - A . 

6 ] 

7 ] 

8 ] 

V # y - A <DJ£- 9 *ffi**-40-0mVT* £ , IS2jfcg 7 ffiftOttfigtiftll U # V - A 0 

»J # V - A O * m<4^-30 — lOmV-C * & , gff&g 8 IB«c<^«IS^«|i >; # y — A o 

[if 1 o ] 

i ^ KlSftotgffitiffl; v *° y - a 0 
l 1 1 

1 2 ] 
[tt#3i 1 3 J 

m^mt^Kx vmfcmtzti, ws^mt^mn', -ass* d) 

X-R:(R20H)» 5£ (1) 

-zm-ztizmiz&i 2WM<Dmmmmv ^v-a^ot, c 1 ^^C4o<^e^*^ 

<0£Hbdc*«[ £ ^ L, Xt± y # y - AflgfC i £ tz MWStm (D~m^M t Z KB 
[fl!*3 1 4 ] 

a*ttft#«»=j: vm^mtzti, mm^mt^m^, (2) 

H2N-R3-(R4 0H)„ 5£ (2) 

<oBk4Z&MimL, xiiy #v-Ajfi*fcii[»ifcii^«fflo-fiiii8aifcite^aRJE& 

15] 

tBiE# 2004-3078849 



#12 0 0 3-2 8 5 4 3 2 5> : 2/ 



H2N-Rs(0H) n 5* (3) 

tt^tttt «>^b**« u xji y # v - Ait® t mm t tz immm <o -mtm t 

1 6 ] 

y ^y-AR* iV/i fctty y# -SfiJtfcT 5 y r/i/a-A'fcilfrfrS** i t iz «fc 

[»*£ 1 7 ] 

hVX (tKn + yxf;v) h'jT, (tKnJfyynn a ;i/) 75^x 

^y> by* Kn^rv^n tf;i/) T^yy^y, h'jy. (t: Fndrvy r^y 
yn/-?y s mj* (t Kn^'>xf;v) h'jx (t Kn + y 

y 7 p n/^>^^,^^>^^c ) ^$tL«2.^7K'tt'fb^^^$^:'i.- fcfc J: <9 'J #y- 

a x xf/ 1 tz \t y y * - at e **«*tt<fc $ *ir v> & , fit i 6 evomiiHt v 
#y-A 0 
[ffit3t® 1 8 ] 

1 >9 1 ~3000(M@T~& 19 > 'J>*-Ifif^l^^v^li, 'J^v-AiS^i 
Ofcfci -5000001S Iff*«l^ibl 7©^-fit*i9lt:|BftolHMMI>y #v- 

a 0 

19) 

y # y - a \,zm% l ^«NKo«lr^«K^ y # y - a tofrfrs « s S K 1 53-^ 19 1 

2 0 ] 

a»3fc® 1 ^ e> 1 9 <D^-ftifr 1 s tciamo y # y - a tc$#j a l tz y # y - a wj 
°[W*«2 1] 

, tr* 5 y • tts&ttak MM. • fcWLmmm, ftimmms,, • i&mmm. 
tit&mmm. tt&eau n&Mau *uwmmm%L sttmamm. nmsimm* 
mrnrn, nmssa.m^^.m^mmmMttzitma. mm, m&mi>L<itm%im<vtzit><D 

>f f*^>^^^*/fy £v9-y h *^ ytfrfM^^a^r >SMk ttlM h*-f>-^ 

*»3**?>a*i$*L4tt*s2 oaa*oy #v-a»5W« 
2 2 ] 

jiiLf, ml mm. m. m. 'C>n> ml vm, «> #, #m> 

v*, m-&m.ifrh2 1 ov>i*tt3ft»i3iciBtt©y *v-A«#j e 

2 3] 

y #v- A*»j»«iRjR««6**"ra ^-c*)*!**^ 1 2 2 ov^-rtt^ 1 ^kib© 

[IS*£2 4] 

»ai**y#y-Aittc|if^s*LTv»*feot?aboT, mm*. 7;v7 7i,2v>y tr* 

tBiE#2 004-3078849 
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-x—ffim. T)vy r 1,3-7 >y \s*-x~m®l. 7;v7 r 1,4^ >y if*- *-;&f£jjL t 
;V7rl,6v>/lft-7-ii, 7JV7rl,37;V77l,6v>'y h y * - * 
ij3-v>/-^3£Si, t'J^>y-^4b/m *y =fv>y-* 5-fc$tgu * 
'^■7^y-^6;\|ii, *y ^wy-*7;ftJ§gU *y ^w-.xs-HNIL *y 

m*&2 5] 

y #v-AoflUSJfflm**, 7t^77fv;^ , J>'i (^e;vito~70%) . 7*^7r 

^'J^BS* Mb 0-30%) s 5!f^'JtyF|, L < ii7 *X 7 r 

;i//U*n-^i (• : e;i'ito~40%) , isi^u^rn-^i (^e/HbO-70%) 

[ft 3t£ 2 6 ] 

[gjf ^tJ§ 2 7] 

?>y 5jey-A 0 

2 8 ] 

n*m\:&®&, -*s* ( i ) 

X-Ri(R20H)„ * (1) 

■C^$tL*tt^2 6lB&oy sKV-ATfcoT, Rite, Ci*fc&o<0£<ft$fclia-l&«l 
U Xtt y # V - A JM its* £ li X*J1 OZlflIj«3ll fc & aSte^ te» 
[W^«2 9] 

a^tt-fk-ft** 1 , (2) 

H2N-R3-(R4 0H)„ 5ft (2) 

s& £^ u xti y * v - Ait® tw&ttz immm o-mttm t m^-t * jaettMat 

3 0 ] 

a*tt-fb^i»^ -«5£ (3) 

H2N-Rs(0H) n 5* (3) 

oRibTtst ®i * ^ u xt± y # v - t 4 £ te^ffl © znffitt* t «#-r * a© 

[W*^ 3 1 ] 

Tv^, ft*^2 6fcfW>y#V-A 0 
[»*S3 2] 

y #y-ARfc h y ^ (kKn^y^f^) 757x^y, by* (fcKn^yxf ;v 
;v) 7<^>^>'x HVX (k Kotvif ^) 75^>^y, hvx (k Kn^->7n 
7<^7 , OA'> > by* (kKn + yyn^) r ^ J -fu^yirhte&Wtfrb 

*^3 liemoy jkv-a 0 
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mm<o^m mm * ^-r & m^mm^a x vmm®. mm 1± u # v - a 

[0 0 0 1] 

X L fc y # v - A K H -t £ o 
[0 0 0 2] 

xmom&i-s irtmm (nn d i;j:oTfm&B#^#8j§«©--'Wi: lt, r 
^m^^ffl^^mv^^-r-s^i/^afe^iiv^rA (dds: K??m^y 

JWlfilDDS OHJI^a £ fix \t*& o -e- £ T t Blftffl 04^«fl!il8 

[0 0 0 3] 

[0 0 0 4] 

nx^^o ititt"5t'f;vK7 7r ti> £i$tiwm&}**-r7-<i >rmx~$>zi!)*, 

mftftfcis\,*x\f>£1*5EJ&2titi>b<Dit% < ^?&<£S&Rri ? :fcvHw$#$*LTv>S 

KfcLTtt, #uM, #t#, «~f*f m K, IMIUl^ttMS* W#x.?>*l*o - 
[0 0 0 5] 

DC-SIGN, DC-SGNR, -v > / >^tf)C-* ^ ^ v^V 

L^^yv^f->> M^'fyv^f # w?- > a *?©4Hi© i' * > 

V^DDS'J^VKtL-C^i^tiTiTV^ (l)Yamazaki. N. , Kojima, S. , Bovin, N.V 

mSE# 2004-3078849 
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., Andre, S. , Gabius, S. and Gab i us. H.-J. (2000) Adv. Drug Delivery Rev. 43, 22 
5-244. 2)Yamazaki, N. , Jigami, Y. , Gabius, H.-J., Kojima, S (2001) Trends in Gly 
coscience and Glycotechnology 13, 319-329. http://www.gak.co.jp/TIGG/71PDF/yamaz 
aki.pdf) o 
[0 0 0 6] 

?*i&m-t&t:X><ODD Stmt LX&<<Dmfttf%-£tiX£tz 0 L*L* 

>V1$Kts;\,->i><Di)mtA J t*X'3bZ> (l)Forssen, E. and Willis, M. (19 
98) Adv. Drug Delivery Rev. 29, 249-271. 2)-&ffi%tM • Hffl7u^(1999K 4"BODD 

s 159-167^^ mm>Jv-i-*tt> ±m . ffimvttmwimmz 

mmvtzDDs m<om 2sn§#§ K^xt, mm mm zm>xLtz y *° v - a k • 

ov^T^TOW^^J'btLTv^^ **L&©«tBMitt&tf:fl. (in vitro) Ki&fcO 

<D&x*$b *9 tMK £ & *t § S « £ S A l y # v — a ©f^s i± « t a, i?ii a, -e & v> 

(l)DeFrees, S.A., Phillips, L. , Guo, L. and Zalipsky, S. (1996) J. Am. Chem. So 
c. 118, 6101-6104. 2)Spevak, W. , Foxall, C. , Charych, D.H., Dasqupta, F. and Na 
gy, J.0. (1996) J. Med. Chem. 39, 1018-1020. 3)Stahn, R. , Schafer, H. , Kernchen 
, F. and Schreiber, J. (1998) Glycobiology 8, 311-319. 4)Yamazaki, N. , Jigami, Y 
., Gabius, H.-J., Kojima, S (2001) Trends in Glycoscience and Glycotechnology 13 
, 319-329. http://www.gak.co.jp/TIGG/71PDF/yamazaki.pdf) o Lfc^ot, WfltlC^ 

mm&'M<Dg>m0>n%ffim*m&Ltzv ^v-^iz^x<omnmt^nmm (in v w 
o) Mm*&*>tzfc&&}%fflftte, zixtx^m&x&ikomm-tjmwztizm^mmx 

[0 0 0 7] 

$ h \z.m l v> 9 << d d s mm??. at, i> mm • &m nff a ^ns# 

-C«fflWt6&DDS*r«-MI&4fiS»«-C**o iztx.i£. Ktt* J: tTSSKttE 

^limp a n^stf5^^t^Mlr^^Jfil^^^Mii1-^7ti60DDS*t*l-i: LTV #y Kipfrfr 
y#y-A<7>W*&j&*&B$;}loo*;& (Lehr. C.-M. (2000) J. Controlled Release 65, 
19-29) o LfrLfttfb, i^€>oy^>KfcLT»a«:fflv^»1ffiRJRiI«|«ltty#y-- 

[0 0 0 8] 

,6' -vry y=ffimfrbM&fifzi><DX'& *k ytfy-AfflUs.fctf/**: 

tt^b$tLTV^«ii:*#«i:^*3jMR#*y^y-A*J:rr9^ h-^2«a, 2' -y=r 
>; # y - a lt^tUv\ JM!RJKffllt91£ y sj? y — a o v» rflHfrfflll *?? o r 

[^MfcaWZftl] Yamazaki, N. , Kojima, S. , Bovin, N.V. , Andre, S. , Gabius, S. 
and Gabius, H.-J. (2000) Adv. Drug Delivery Rev. 43, 225-244. 
[*#ff3:8fc2] Yamazaki, N. , Jigami, Y. , Gabius, H.-J., Kojima, S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

Forssen, E. and Willis, M. (1998) Adv. Drug Delivery Rev. 29 

, 249-271. 

[»5:f4] ttttttH • «H3&6(1999K ^H^DDS ■IfeMi/XfA, 15 

9-167H. mmw-i-frK 

tb|iE# 2004-3078849 
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[*#I^^5J DeFrees. S.A., Phillips. L., Guo, L. and Zalipsky, S. (1996) 
J. Am. Chem. Soc. 118, 6101-6104. 

UNfiMfriflRS] Spevak, W. , Foxall. C. , Charych, D.H., Dasqupta, F. and Nagy 
, J.O. (1996) J. Med. Chem. 39, 1018-1020. 

[*«BHR\fclR 7 ] Stahn, R. , Schafer, H. , Kernchen, F. and Schreiber, J. (1998 
) Glycobiology 8, 311-319. 

[#WW\fclK8] Yamazaki, N. , Jigami, Y., Gabius, H.-J., Koj ima, S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

[*#W\*:*t9] Lehr, C.-M. (2000) J. Controlled Release 65, 19-29 

[0 0 0 9] 

-r #na«j & tt^sHS: %> mm ^uv^v-a^o-c, nm<D!k#.ft omm,. 

[0010] 

iu $<=>tw v* o v-AtcM^-r^MM^^js^^-ta(f, &®m£H-rz y*y-A 

[0011] 
[0 0 12] 

1-&;b*>> *|&9§MU JSLTO (1) ~ (3 2) &©-eafeS 0 

[ i ] isata* y * y - a jk iz&& $ tt t mmmm y # y - a , 

[2] U^v-aoAIjAM^ 7 7f^V3'j y|g (^;wJto~70%) > 7** 
7 7fy>x^y-;i/7 5Vl te/l'Jfc 0 ~30%) , 7*77 y fv?>Hgt L< JiSiS 
7;v*;vj >mi&m ^Jfc 0-30%) , #>^y * v KH, MJMHIfc L < 14 7 *7y 
r *-y*^y-fen-/ujH (*;i/Jt 0 -40%) „ Si^av^fn-^i (^e;Ht0~70% 
) fr-g-tf, [i]oiHMMIf , ;#y-A, 

[ 3 ] J»0coa^*5 <£ WK^iWIftl $ *tT#S£-$ fix V* S , [ 1 ] 1 1: it [ 2 ] Off*** 'J 
[0 0 13] 

[4] y ^y-Aom#^ ? 30~500nm-e*-5.. [ i [3 ]ov«i*tL^o«iiMMiv #y 
-A % 

[5] y *°y-A?>&#ri*50~300nm-C&&, [4 ]0>*MMftt'j #V- A, 
[ 6 ] y # y - A Ott«j&*70~ 150nm"C* S > [ 5 ] 0*1^1$ 'J *° V - A „ 

[7] y *°y-A<^-*m{iri ? -5o~iomv-c-&&. [i]*&[6]m»r*L*©*MHHi 
y #y-A N 

[8] y ^y-AO4f-^^^-40~0mV-C*^ s [7]otHI4MIU #y-A, 
[9] y5j?y-A.O*-^«tt*»-30--10mVt?ab*, [ 8 ] OHDH&tfti 'J # y - A „ 

titiiE# 2004-3078849 
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[0 0 14] 

[10] »r/*-Ifif^Lt'J**v-Ali:M$ittv^, [l]ri><b[9]tf> 

^-?tifr<Dffim&n y # v - a % 

[ii] y >*-ies^t hjfiiftT;vy5 yifcte* vUi?tT;vy5 >-efc&[i o]o 

[12] y#v-Aii*j:rr/*fctty >*-aEajR*»*Utttfts*L-cv»*, [i]*e>[ 
1 l]ov>-f ^otHMHiV #y-A, 
[0 0 151 

[13] aTMarffc^K i 19 ^tm^s *l % »«*ttft*«3&», ( i ) 

X-Rl(R20H)n a£ (1) 

T-^$^L^[1 2]£>tt&tttty #V-Af*oT, Rili. Ci^&CioOEMt^^tttM 

«: ^ l , xji y *° v - a iik t its s tz H &ffim <r> -mm t mir? & Ristttrffi* 

[14] «*tt^k^«»K: «t 19 gfcfctHfcS tt, Ka*1!t^i»3&*> -IfcS; ( 2 ) 

H2N-R3-(R4 0H)n 5£ (2) 

snh * ^ l „ xtt y *• v - a it® t its * t± imm <D-mm.m t & asttt mm 
[15] x »> *u sca***^***, ( 3 ) 

H 2 N-R5(0H) n * (3) 

co^b7K«ii * l , xtt y * v - a j©« ic» i immm <o -*mm t m^-t & kib 
ttwm**^u ntie^afc*^i-, «nm*«u#v-a, 

10 0 16] 

[16] y #V-AR* JlCf/S 7t l± U >*-IfigC75 y T^3-^*«g^$-**i 
fcfc* <9 y #v-AKiJj:0f/4fctt'; y*-saSj&^fcfcte'fl:S:K.-cv*&, [1 2]ct>^ 

[17] y jjfv-Aitfcio'/a fctty y#-®SKK f y * (nKo+^f*) 75 
;xr/, h'jx (tKn^->xfjv) 7?yx^'A hy* (n pn*->^o tf;v) T 
5;x^v, HJ* (tKn + y^f;V) 7</^^A h y * (HKn^i/xf^) T 

# y - a jr^ i if / * £ y > * - 86 SrtHfckte'f fc$ tit v» 4 % [ 1 6 ] nmmmm U # 
y — a, 

[0 0 17] 

[18] y #y-A^«f^Lfc««ott^aFJS*«. y >*-MJt«rfflv»ft*Mfti, y# 
y-A ltt^D 1 -3000(HHT?*«5. 'J>*-I6I^fflv»5;^Mii, y^y-Ai 
fl^s <9ft;«ii~ 5000001® -e [i]^e>[i 7]ov^-rtL^w$iiS^f|iy #y-A e 
[19] y tfy-AKfe^bfcttfcote'&MjPs ';#v-Ai:e^*4'r/*-s6 

[2 0] [i]5&»e>[i 9]ov»rtL3&»ou#y-Ajcai#j*ifAbfcy#y-A««), 

[0 0 18] 

[21] mm**, T)v^Mt7mmm, Kwmvm. mm&*imm, 

£?3S#k «3a#JB3S3k M<fcflWffilg#J> *;^>IfflI»J, • 

ttliE#2 004-3078849 
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siRNA^»DNA*ifOjt^f6*Ha^«BR«#J^ WJgfiUKH^fc 
*3&»e>a*i$*L4[2 0]?>y #V-A«3W, 

[2 2] jfiuK jfrJB, J»Bg, »> FeL -M, fl> MR, 85£k #, 

[2 3] ';#V-A*»J|i«iRJRa||S:^r-r*«|>©-c**[l]*»f,[2 2 ]©v»-f*t^O»« 
jW;#v-A„ 
[0 0 19] 

[2 4] ai^'J^V-iIl:^$jitv^^T^ot, Si^ 7;V7rl,2vy 

IIL 7*77i,6-r>y tr*- yzmgu 7^7 ri,3T;w7 ri,6v>y h y 
il> t'J^>y-73£ii, *y Jv>;-^ 4 b*H8L t'J^v>y-x5-bffl 
«U *y =fvy/-y 6A*§g|> *y r/v^y-* 77l«6I, *y =f^yy-y 8-hR« 
% t'j^v>;-79i — tffiu 3'-vry ;v^y h-yH$f$£, 6'-vry ;i^y h -y 

fea*^$*L*, [i]^t>[2 3]ov»i**L**o««^y *"v-a, 
[25] y #v-*<Dm&.ffiWi> s , 7*777fy>3r/| (^;vjto~70%) . y* 
^7 7f^n?;-^7?v| (^;vJto -30%) > y *yy T j f-i?>WM&i> L < tift 
•7WJVM (^;Hfco~30%) , #>^y tf~> K3g, 8fJ©K8H L < «: 7 * * 7 
7fy';^nn-;vs (^e;vjt 0 -40%) . & £V?x vy Tu-)vm (^e;vJtO~70% 
) u#v-a, 

[0 0 2 0] 

[2 6] y ^y-Ajm«^<o^7Ktt^%^J; Ofcjctt<fc«tLrv>*, [2 5]OV# 

V-A, 

[2 7] ftfl^oa^tfrffrfr***^* < fcfc 2oW0H»*tt5^lil-C*5, [2 5]0 

y #v-a, 

[0 0 2 1 ] 

[28] &*ttfl:'frj»5&*. -jft* ( i ) 

X-Ri(R20H)„ 5£ (1) 

H£I£^U R2tt3qa=Lfcv>*fc L< ttCi3ft»P>C40Oltfl[ifeli^«[«[O^b*SI«lS:^ 
U Xliy#y-A!&Ktia*4fett*«fflwr^ft^fctt^i-4R^tt'&«B3fe«:7PL. n 

ttB*MBc*^-*\ y^y-A, 
[29] a*tt<k-e-»^ -at* ( 2 ) 

H2N-R3-(R40H)„ 5£ (2) 

[30] &*.mt4rmtf. -&5£ ( 3 ) 

H2N-R5(0H) n a: (3) 

4:^ U Xfi y # v - AflBK i: E» 4 ©Zlflitt* £ £ KJfctt^Hafe 

*>FU nt±g^*^i- N y#y-A, 
[0 0 2 2] 

[3 1] U #V-AJRKT5 y T/U3-^«r«^$**i fctzJ: «? 'J # V - A 

mgE# 2004-3078849 



#12003-285432 



^-v: 6/ 



[3 2] 'J sjey-AKK h (nKn + -»f^) 7 5;x^>, HJ* (tKn#«> 

75^^^>, hV* (tKn + ^xfjv) 75^^, H; * (t Kn + 
->yntf;i/) 75^^^>, by* (tFo^-»f;i') 7^/oa^ (t K 

D + yxf;i/) 75yyn;r/, (HKn + yyn^V) 7 5 J "7 u h & * 

& mm s ti *> wmt&m * s * * ^ t k * «> v * v - a m^^K^t $ ^ 

2>, [3 i]oy #V-A C 
10 0 2 3] 

[0 0 2 4] 

*»»o*»Wt:^L!!: J:? fc, #®*f$Si: hJfitftT;!/^ > (y>#-) fcy#v 

MfcfOffl-r & iiilciot, v>T V *H V - A ©#«J|&jft'N<B#:rtttl88 

Sttfttt 0&L*> JFFfiSU ML 0> Fek /M», «L MMU MU MMU ffifa, JzMr. # 

T^feT^-ffl^, «»»filtt«:IW»L#*y#V-ASrlift-r4ii:*«-C^feo - 

ffi&m&V #V-A4:#acifc3&»T?#*: 0 
[0 0 2 5] 

Sfc, **WO±IBII«a«fttV^V-AttJ&«iRJRtttc«tL, lfS:gSt*i:v>^ 

&-?w%iM%t><n-?$>2>o amwL&Mmz&mtom ghhk jffr, ml 0. 
ia> frm, &m> mm. ml mm, m®, #> y >^ 

iff) ^^ftllt 'J^v-A^f-^MM^fico^t> «MK«>«ftfcJ:oT<W«i 
[0 0 2 6] 

[0 0 2 7] 

J&Sritefc-r&o ^H^coV #v-A*i % n 1 ~ 1 2i5i<y f 23~26 K^S^* «£ ? 
[0 0 2 8] 

aj|E# 2004-3078849 
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»*RJ|WWftPtty#y-AfcL-t\ 3'-'>7 , ;*?^h-^3B« (02 3 K 
fllitASr^-to JttT\ HM*) * 6'-->7';/u?* (02 4) , 3'-y7'J^7 

*h^y$t$I (Hi 2 5) £J:Z/6'-i'7VA'?? >flHH (1212 6) ^WbtU 

«a&«Witty#v-AfcLTT^7Ti.2vyytr*-^rartgi (hi) * 7^771,3-7 
yy tr*-7.-$tii (H2) > 7^77i,4vwe*-7i«« (03) , 7*771,6 
T^ytr*- (04) > 7;v7 7 i,37;v7 7i,6vv>' h y*-*=*HI (0 5 

) , *y ^v>y-^35ti (06) , *y =f^>y-^4 b^ttfil (07) , *y =f 
vyy-* 5tti (08) , *U rxvyy-X6AHHH (09) , *';rf7V/-^7 

(010) > t'jrfv>y-^8+M (011) is itf^y 9i — 

4IM (012) *«Wb*L*o 
[0 0 2 9] 

^i^ct^it, *tt*4rtta&£-ett£--c § 4 «t 7 K~t & i . 

, 7*^77f^3'r/*, 7*77 7 f V 7 - ^75 >I, 7^77f^> 

L< ttfi|ft7JHf>i/y >Btf£«^ ary^y *tlM£& L < \tv * x 7 7 

fy;^'Hn-jvi, ni/^rn-fl/ifW?,^ 7 * * 7 7 f"7^3 y >mt L 
TJi, y?'j7h^V7*^7rfyJV3rA b'f JV7t^7 7f > 

x y ^ 7 7 n 7 t ^ 7 t f ^ ;v n 'J >f tTc, 7tX77fy>x^-;V75 
>mtLXii, v5 n W ^/7t^77f^i?/-^75 >\ W;V7* 
^7 7fy>x^-;V7 5 >, y 7 f7 n ^;i/7 * ^ 7 r f y^x^ ; - ;V7 5 >^>&* 
, 7^77fyV^ife L< »±ftg[7*^r*y Vi^ii: LTMU S>$y*W;i/7* 
^7 7f^^ V^^VS h/fA/7*777fWt, ^77n^;v?^77f^> 

y-bf;v'jy», ary^y K«fc LT{±, *>/y*'yKGMi, ary^y 

tyKGDla, #>7'Jty KGT1 bf^ HJi&SOSi: Lttt, ^7^Fy^75 
Kn ^V3y;Hr 7 ? f\ 7^hy^H5 5 K, 7tX77f F, ^O^yKf^ 7* 

X7 rf^^'J -fen-^i: Ltlt 'J^ h ;i/7 * * 7 7 f-^/u^U -fen — >K 
yv?;i/* f^f;V7t^77f ^^^'J-tD-;K y'^ r7 n ;V7 * * 7 7 v^v^y -fe 
n-;vWiU> 0 i<7)^-fc)> 7*^7 7f-y>BfcS^L<l±ft«7***y 
„ * , >^y*5/K**>L<l±«J&5«S, 3l^^xn-*|Riiy^y-Ao^tt*±#$ 

[0 0 3 0] 

fllx-feT, *»«©'J ^y-ASr#jRi-4|&Jtfc Lt> 7^77fy>n>J>S 
Jfc0~70%) , 7^77f^Vi?y-;i'75 y£ (^;VJtO~30%) , 7^77f 

yymmi* L< tt*ai 7***1; >at^ (^*ifco~30%) . *r y y * -> *iJ3&® 

S£ L< li7*777f"»^'J -fen-;Hg (^E;Wfc 0 -40%) , is X tfn I/X7 a — * 
« (^;vjt0~70%) i&trt><DimtThti&o 'J#v-Ag#ii, JS*Do;i5rffiKfEv>« 

[0 0 3 1] 

V7,7-U-fr, 7^X77fy>i^y-JV75>i, 7*^77fy^i, 

VM, MfltSfEfc L< tt7**77f-^*^y *n-*{R£HB^j£#fc1-aflBStfc# 

ir<stt*i3-*afc7' h y 7At©s^5 * **««-*-*«, 

miE# 2004-3078849 
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[0 0 3 2] 
[0 0 3 3] 

tfrf t £ fix v> a £ 1 £ L «t o k L t <; * v - a l fc&n y *° v - a 

WbtU $?>^#IHlCtt, hy* (tFn + WfjV) 75/x^y, hV* (t K 
n + yif;v) 75yx^>, hU7 (kKn^fy7nt:» 7?/x^y, h V ^ (fc 
Fn^y^f;v) T<S*?y, F'J^ (t Kn^yxf ;v) 75/>^>, h y * (H 
Kn^fy/n^v) 75^^^^, hy* (HKn + y^f;i/) 7'/7 p n^> > by* 
(tFnaryxf ji/) 7^7'n;\">, ><; x (t Fn^y^n tf;i/) 7?;7n;Of 

ffl<^2iKIfcF'J^ (HFn^ry^f;l/) 7^^Vt^fflK , J* , V-AfI?l 

Tfcte'ffc-f&o li7Ktt'ft;^o-^{4, tibsS: (i),5*(2),*(3) mxmztiz 

o 

[0 0 3 4] 

X-Ri(R20H)„ * (1) 
H2N-R3-(R40H)„ ft (2) 

H2N-R5(0H)„ 3* (3) 
[0 0 3 5] 

Ri, Rs^it^Rstt, Ci*»e>C4o, ffS L<»4Ci3ft»e>C20, S<b£0* L< liCi* 

^•to x« y *° v - Ajit jf t * 7t ft t m^-r *> Ki&m.'gmmzm t 

, mK.it, C00H, NH, NH 2 > CH0^7$ ? W hti& 0 n(4g»=lr^^ 0 
[0 0 3 6] 

y#V-A©*tatcte<fbtt, ft*&fcl<0#8;, #Ix.t4\ ^'Jxfi/>^-j3-)K ^utr 
T'J#V-Atft*t*^ (#H2 000-30268 5^-) - t 

[0 0 3 7] 

C<0^-fc>. fy* (kFn^ry^f^) 75 > 9 >*lv>t'J #V-A£Tg*il*te 

<^-Cf4, h'J* (liFn^y^f;v) r 5 y ;* * >i4&^*%g-e;fc& 
[0 0 3 8] 

tbIE# 2004-3078849 



#M 2003-285432 



9/ 



[0 0 3 9] 

bUT, (tKDJfv/^f;l/) 75 y > * y*m^X } ) #y - AOT ££l7M£>fb1-<5> Kli 

•^ji/j^y-^TS y, v*^f7n/f;V7t^77f^i^y-iV7? yl£c9J3t®& 

^->-5^;v^;i/^ V- K yft^^^y-5^7*n^t^-b, -y*y-->^-?-* 
;i/*^9-K 3,3'--7ft^^jV7t^^y-;f;V7"nft^-h^ jc^v^^'J 
n-j^x^^y-^f;^^ y^->, jL^vy^'U n-;Vtf^^;V7 *7.^ 5 f 

y>m<o2m^m*imz-xm& j £*tz>z.t\zx. »k v^y-AjgLLov^-?;^ 

[0 0 4 0] 
[0 0 4 1 ] 

(^JHfc0~70%) > "7 rf^x^ y -;V7 5 >M (^;HtO~30%) > -7*7* 

7T3-i?ymmi>L<i*9:mT)i<*)vv (^v&o~3o%) . ff>yv**svm. 

ffimnmi>L<if7 txyTT-PfrW'tu-frm (^;WtO~-40%) . i3J;V3l/Xf 
u-frM (^e^JtO-70%) Z&ts, V *KV-A-e£>& 0 
[0 0 4 2] 

ury-Aj * fa j}§ watt y # v - a * ssws-f * £ t t s „ 

[0 0 4 3] 

2&tf>Mlft Sr A |pJ $ -S- * i t # , v ;i/ •? - /•? x & » tt» fate U *° y - A * # £ £ t 
[0 0 4 4] 

fc&x Itm* 1 ; #y-A*c»-frS**Ktt, y tfy-A^SBti^fcy y*-gefti5J: 

wc****, *e>*»ti6u*v-A, >; y a-seswsjitf^ u 

[0 0 4 5] 

ttiiE# 2004-3078849 
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[0 0 4 6] 

MfiLTtT^y^ ^ (H S A) , ? vlfitfjl 7^7*5 y (B S A) l£?>Ifr$>?>lfiLTf 7^:/< y 
[0 0 4 7] 

y - a a mm^M t ^ri- * v> * d&s*** * „ «E*«r* t #-r * <t*m a 

[0 0 4 8] 

4i*y ^V-A^W:ieg*^$^So 'J#y-A£ % NalO^ Pb(0 2 CC 
H 3 )4. NaBiOaWWMLT, U #V-ARlBHff<E"ta #y^'J *is K£ 
BMbU NaBHsCN, NaBH4$«^fflV>t, y>*-SfiSfc'J#V 

-AiiB±or/^'jt'>K*, stTcttr^y-fbRiSm: «9i»#$*4o i«'J>*-5 
-ft* vf^^;uy K y'x^y-5f 

[0 0 4 9] 

i/'j3W5 yfb-frflfefclHRU i©M©75ySt v#y-A±o±iE-e*gf£$ 

[0 0 5 0] 

y — A OT£r# * SkfctHfc-f * » 
[0 0 5 1 ] 

[0 0 5 2] 

&mm<OMjtM16*> NH4HCO3, NH 2 C00NH 4 ^7> ; E-'>Ai*fflV^^>J 

m«E#2 004-3078849 
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A'T 5 y>fb£ ft HI- 1 2 434t/2 3 - 2 6 IZtfZHZ 4 ? * 
y-Afcff4. £43, CtL(bO$|ift{±r|Tm$tLTV^ 0 
[0 0 5 3] 

A 30~500nm, #f * t < t450~300nm, £ £ izfg-t L < f470 
~150nmT^^>o Sfc. -if-*mi£t4, -50~10mV, SP£ t < {4-40~0mV, Z bizf&Z L < 

»i-30--ionvc**o ^woE^a^wt-^s^ay^y-ARjiwjftgt^^T, m 
Hil^^tx^ib-r^TK^b^tu^'j #y-A43 iimWctt-fbSiUWR^tt-frUfc 1 ; # 

V-A©4 O O Jgi#<7> ij *° y - A L# & £ *l <b O 4 OCOliO 'J # V - A 

[0 0 5 4] 

SSSl^i*)l-60i^ 0* L Oil -401©, $fcfcfiF*L<ttl~20«-C*So 4 
fc, 'J#y-Al8fSi)ll, «; y*-Sfi5f«rfflv>4»#*4, 1 -300001®, fiFt L < 
(4 1 -200001®, $ ib Kffi L < {4 1 -100001®. v > 14100-300001® , & 4 L < {4100 
-200001®, $ h izftt. L < {±100-100001®, v»»4 500 -300001®, $ft L < {4500-20 
0001®, $ <b{c^4 L< {4500~100001®-C&£o V -M&W*M^%^Wi4rl*, U # 
V-il fitf-Hi <9 fti^ 1-5000001®, jff 4 L < J4 1 -3000001®, $ h IZfti L < {4 1 -100 
0001® J£l± OJgfil * tt-fr £ * * £ 1 § £ o 
[0 0 5 5] 

*tz, mm<nmmkffim&&M\z£^xitmm^<DMfflm®.z-&)t>z>z£ *>-e§& 0 

tfy -A J: 19, ttfefcfft* ^{4^f^O^[&]14tmi : iS.iR$iJ^i^OM 

#<9#13: o y *° v - A Srf^Si" 4 £ * * o 

[0 0 5 6] 

±i£0 4?{c, *3&Ww«»»i^tty#y--AJ±«fl|^)aigi:«fafif^*CJ: 

o 

[0 0 5 7] 

»tt, laatcjt-rafli^ntsrtiHip-rai. h7&*t?^^o ^Hjoy ^y-A{4, $tHK4 

<9JfiL4», ffFM, MHL Jiff, ^K, MMU ML IKK. JBfc, *A§, #, #fi, 

&H13, 16, 17, 18, 2 1 434tf2 2 d*^-*- 4 9 {I, 7;V7rl,2v> / Ifi- 

Mil, 7;v7ri,3v^^ift-^zil, 7;v7 7i,4-7>yft-^r|lil > 7* 
7 ri,6v>y tr*-.xz:»«L r;vy ri.37^7 ri,6vy j y >j *-7=$t®!L *y 

^vyy-7, 6 AM, *y =r^yy -7, 7 tl$I£S, *y =fv>y-^ 8+^1454^^ 
•j 9+-M0^^L^y *•y-A{4-t--<TJfiL4 , , Jffi, UK, ffi&ffl. >LM& 

4ti f /hM^<^^|fi]tiWv>o H 1 4^-T4 ? 7;V7Tl,2v>yft-7- 

mm, *y ^yy -73 e^isl *y =f^yy-*4 bA««t»^Lfe'; #v-a« 

lffM^wttiRitt**iftv» 0 Ell 5#jjrf4 9 £7*7 r \,2^>J tT^-^ZUBI^, 

7/u7Ti,3^yy kf^-^z:^, r;vy ri.3r;vy ri,6vyy b y jj--*=$Hft* 
tt^L^y #y-Att»i«^o»iRitt**«v> 0 t/c Hi 9^i-4^{zr;vy n.2-7 
yy if* -y, sum, t;i/7 r 1.4-7 yy kf^-^-Hlft, 7^7 r i,6vx^ \£ *-7>r 

mSE#2 0 0 4 -3 0 7 8 8 4 9 
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[0 0 5 8] 

Sfc, #f&9i<D|H2 3-2 et-^Stt&ytfV-AJi, ^RWHJjBr«IRJRttJ±fll*"Cia5 

tPT? ^. flilf, 3SJfctflfcis»t*EI2 7-3 0 KjBV^Tti. ±IB 4 ao$tgjil££fi 
y#y-AK*»t*««ltt'ft'**3a»»c*KLfeahfr»c^tt*, M^jfiL^oS^r 

[0 0 5 9] 

^<7)«iI^fi0^1Ef±> 'J y^-saKtt^'J #v-AH*j-LT*MI* 
©I^T* (l)50//g> 2)200//g> 3)lmg) ^e^-frL** £ i: J: »> frofc 0>-C*a o ^ 

d*oT, *HlO«*4|fCy#v-A±o«Hl»'«*afi:lfi!Jfe-r*ii:CJ:5, iffE 
[0 0 6 0] 

tz \±&m t y # v - a amm u offii® * £ t±mr k v # v - a <o & * *u 

[0 0 6 1 ] 

y#V-Afc^a&;&Ea^**;r*Mfr&»fc Ltli, jt&T-MMDNA. RNA, siRNAH 
[0 0 6 2] 

, fit*ttfit^%K, brm • h*-f>n, e^#^«, 

*fc#k *>u*>'*tt««I, *y*n-^/uft#^<DH«JB3*3ik *fi»#MK*!k 
S3R • *£«ffl*#k nmfM5A»**«lk «8*»flJ£*k BHfeMTfli**!k 

sun**k • saMMixaik ftmmm, tr * 5 y • «*a&*t#k m • 

gp, ft&*fcL<ii«ttR<&fca<&#«m*k wwj&w^^^y. ftfttwwak 
^Sb-Jr**^ ygt^ £v>M b*^y • ^#^>£^##t#. siRNA^DNA^ ifojws 

[0 0 6 3] 

;Wt#k ^;v*7 , b7 t u>s ft'f;^/ ;v # 7" > yy j"jsjf*>K) . * \ 

Wyi/)V^ 5-Flk f5!f7-;W K + y7;WJy>, *^*7->U4ifOft»JSfiL*J^ ^ 

ttiSE#2 004-3078849 
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10 0 6 4] 

f&# KJfl d t5 ? T- § £ o 

-e£® a c t amm-c^b •) > flwffrfr* *> -eoft^*?***-*-* M**3fiiffli- 

«x.WT, lif ©ttit t 7 * 7> 7 7 f y 'J 7^77fy>x^; 
[0 0 6 5l 

[0 0 6 6] 

, m^U. ->n77"ifi:UgP^ **\/>lift*t*k if J: 

&v> 0 MtfcLttt, ^i, ^Sfflfc Sit, »#«J»3Wfc LTW^JMS^ 

yy;K y>7)l/3-jVi Ltt^o 
[0 0 6 7] 

*&m(oEMmj&*<D&&mBrtt* rjs$*li\ «p«^ mmmt. mmmm 

[0 0 6 8] 
[0 0 6 9] 

miE#2 004-3078849 
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immm 1 ] 

[0 0 7 01 

'j *°V- (Yamazaki, N. , Kodama, M. and Gab i us, H.-J. (1994) Meth 

ods Enzymol. 242, 56-65) iZX*), %C&m=i-frM&tif&*m^XmMLtZo 

if >VV* v K&tf v 5 h^;V7*^7rf y^x^y-ji.?^^^ ;Ht"C-e- tt-f 
tL35 : 40 : 5 : 15 : 5<75#J^-^ffJ3tSS:45.6mgr=i-;V^^ h 'J <7 A £46. 9mg$Ujn U * 

zztizx-oxmnrnzmtzo nhtitzmmmzTmmffim ( p hs.4) 3mncM^ 

> gfttlLT, llK^?-t«$^||/:o 5 -b;V^^£PM10m (Amicon 

Co. , USA) b VBSMffifo (pH 1.2)*m^fz P&Hitit K im- U # V - A (TOffc^lOOnm 

) 10ml4:W»U/io 
IHJ&M 2 ] 
[0 0 7 1] 

MtkMlX-m&LtzV#V--&mmOml*YmOOm (Amicon Co., USA) CBSiftlJifc (pH 
8.5)«rfflv^RR^itat*»tt»ftOpH*8.5»wL«:o #i~> *«StKlbis(sulfosuccinimid 
yDsuberate (BS 3 ; Pierce Co. , USA) 10ml SrtlDx., 25r-e2Bf 53313$ L£ 0 SK7 

■c f— KSff U'j # v - a m±oj3t« * ^ h^v7*^77Wi^y-^75 

^fcB^fc^k^lS^RjDSr^jBLfeo fit, £OU #V-Afc*XM3001ftfcCBS««ifc( 
pH 8.5)T*K^aaK*»»tJto #Cfc^ CBSJ^«?£(pH 8.5)lmlfc»*L;fctris(hydroxymethy 
Daminomethane 40mg& U #V - AifclOmlKin^T, 25"C-C2I^K«#^, 7CT'-Bfet^ 
LT'J *°V-AM±<7)JJHK{'^^b^BS 3 ttris(hydroxymethyl)aminomethanetO^^ 

* y -;V7 5 >±Ktris(hydroxymethyl)aminomethane07K^*rt*@Sf£ LTTk.fll^TfC'&'ffc 

mmm 3 ] 

[0 0 7 2] 

U - ARIl^Oli HH»7A/7 , 5 > (HSA) 

BE^<7>#-fcfe (Yamazaki, N. , Kodama, M. and Gab i us, H.-J. (1994) Methods Enzymol. 
242 , 56-65) K*!K * y -/V m^Xftoiz 0 i"^*?*>> i©RJ©tt2SWf 

1f>iTV* s s K*lmlWTAPS««ift(pH 8.4) K&ifrLrt:* *3)fBfr*- h V I 7A43mg£ 

Sflx.TMaT'2B#F^^LTig3-7*mm<bt/c^ XM300J8I £ PBS»«lft (pH 8.0)T?R^ 
mMi-2>ZtiZ£t)mk2tltzV#V-J*l0ml*ntZo Z<DVtfV-&mz^ 20mgOfch 
ifo^T^^ >(HSA)Srinx.T25 , Ct?2^F^^L^ ->fcKPBS(pH 8.0) £2M NaBHaCN 100^ 1 

THSA**fr&Lfco tit, XM300JK£GBSMrft(pH 8.5)TRfl.»iS* LfcSL HSA|£-g-'J 
^y-A^10ml=Sr#^ o 
[»^I4] 
[0 0 7 3] 

y #v-ARM«^ii n»7^7'$ v (hsa) ±^7;v77i,2T>;et-7Zi 

7;V7rl,2v>y Vf * -*-*t|jii(Calbiochem Co. , USA) 50^ g£0. 25gONH 4 HC03 
Lfc0.5«l*»»Uinx., 37 < CT30Wm#L^m, 0.45^mO7-f ^^-T?«iiL-C««[ 

' -dithiobis(sulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) lmg^rflnx.T 25*0 

ffilE# 2004-3078849 
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X'2mm. iRv>T7r U XM300JgtCBS>^©i£(pH 8.5)T?R^aaUTDTSSP3&« 
y #y-A±<aHSAKjg^Lfcy #y-Alml£#fc 0 #;K> eW'J* 0 V-A^:±g^7 
^77l,2-7yy tftf-xzifMl^y n->;V7 5 ><frfrft50/i g£Unx.T. 25 , CT-20#F^ 
«#U *<B&7t;-e— »»#U XM300KtPBS^«^(pH 7.2)-CRttatffiLT U #y- 

t U # V-Ai: <fr L y # V - A (Rfrft; : A 2 ) 2m 1 (M«g2mg, 6 4200^ 
g^ spJ&HSlOOnm) **#e>^o 

mnm 5 ] 

[0 0 7 4] 

ij^v-A||®^tbij|7;vy$> (hsa) ±^7;v77i,3v>y 

7JV771.3W/ tf^--^Zl$|||(Calbiochem Co. ,USA)50/z g&0.25gONH4HC03 Zfefr 
Lfc0.5ml*»ifc»cfln;U 37TCT3BIBl«#L;fc&, 0.45//mO7 --CM LT^$I 

' -dithiobis(sulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) lmg£- x. T25*C 
-?2B#Hg, Mv>T7*C-C-Hj&m#U XM300JRfcCBSitt««L(pH 8.5)tM£fl>atiSb"CDTSSPa* 
y ^v-A±OHSAlc^L^U #V-Alml*r#fco CO'J#v-Aj|)[f:±E07 
JV7 rl.3wy tr*-*-^^'; 3->A'75 >"fb^50/ t g«:tnxT > 25 < CT?2B#F«g 
*t*U fOt7t-C-^L, M300JRi:PBS«««(pH 7.2)"C|R^aaUTU#y-. 
ARIg^t Mfilff T^r? y±<aDTSSPK7;vy rl,3^y>> \£*-7>ZM&<0& J k*ti 
0^0 -^-O^m. |g|2-C^$tt^T;l/-7Tl,3-7>'y tf^--^— t: hJfllttT^y^ 
y t U # V - A t LTfe y #y - A (R&fr : A 3 ) 2ml (»KS2mg, &£B;ft200 

/*g, W*£Sl00nm) Wbtifco 
[«$) 6 ] 
[0 0 7 5] 

y #v-Aiut*t h^r^ys y (hsa) ±^7;v7 7i,4-7>/et-x-t 

7;V7 7l,4v>y e*-*-$i®£(Calbiochem Co. .USA)50jig*r0.25gONH*HCQ3 
L^0.5ml7KMtwtPx. N 37t5"T?3BWat*Lfc^ 0.45^m<Oy * LT JfiMft 

S yffr#»5(>A£ gfc&fco |t[tt«3T?»yi:y#V-A«[©-fflS^lml^*««ai3,3 
' -dithiobis(sulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) lmg^rtDx. tT25 < C 
X-2mm. Mv>T7 < CT—B^a#L, XM300H£CBSi^«i&(pH 8. 5) T*Pt^ifli§ L•cDTSSPrt ? 
y #y- A±<z>HSAK^Lrt: y #y- Aimi£#fc 0 #ck> ioy *°y-Af&tc±|BOT 
;vy 7i,4-7>y tr^-^-*|^^^y 3^75 y<t^'»50jig£inx.t\ 25 , c-e2B#^ 

i#L> <e-tf>&7lCT?— lft«#U XM300mfcPBS^«T^(pH 7.2)T'RI^itiiL-cy ^°y- 

Ali^t hjfiLftr;vy^ y±<^DTSSP^r;vy Ti,4-vyy e^-T.-HiloM^^tr 

>bVtfV-At L tz y # y - A (H&& : A 4 ) 2ml (»Kg2mg > ft200 

^g> ¥*&*fc«100nm) #*§e>*ifc 0 
[£2601 7 ] 
[0 0 7 6] 

y jKv-aii^h hjfiLTtr^y^ > (hsa) ±^7^7 r i,6vyy tf*-*-*i 

7JV7 7l,6wy e^--^Il$lit(Calbiochem Co. ,USA)50/u g£0. 25gONH4HC0 3 Zfefr 
Lfc0.5ml;*c»ifcfcJn;U 37t5T3BW*#Lfc8L 0.45^mOy -"CitiS LT*§g| 

5 y^^50^g*#/co IIM3t#/;'; #y-A«[W— «|J^lmllca5«lttai3,3 
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' -dithiobis(sulfosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg : £:t)nx-T25 < C 
•?2l$tRU m^-C7X:-e— f&fflfrV, XM300Jgi:CBS^Si£(pH 8. 5)tPS^Il LTDTSSPrt* 
'J *°V-A±OHSAK*t£-L*:y #V-AlmlH#*:o 2fcC* £*>y #V-Aifc£±BB«>7 

»#U **>&7lCTr-lft*#U XM300MtPBSMrTfc(pH 7.2)tl«ILT'J*V- 

> t 'J *° y-At L U # V - A (Hfrifc : A 6 ) 2ml (M«fi2mg, *8:5 & S200 

//g, ¥^*£t£l00nm) tmbtltzo 

mmm 8 ] 

[0 0 7 7] 

'Jiy-AimtHlT^/r/ (hsa) ±^7;v77i,37^77i,6-7>y 

7;i/7rl,37;V7 7l,6-7Vy h V *-7>=$t£I (Calbiochem Co. ,USA)50 / u g£0. 25g<D 
NH4HCO3 *fefrLfz0.5m\7kfemz-}JUZ-, 37 < CT?3HM«#U^> 0.45//mO7 -f -t? 
««LT|*«|$>«x5fciS©7 5 7fliSJS£^il§LT7 ;V 7rl,37^ 7 7 1,6^ h y * 
-*=m&<D7V**sn'T<>ifrkmWt>ig*ntz 0 ^c, «^!l3-e#^u #V-Ajfc 
<£>— gB55-lmH::^;lfi£^3,3' -dithiobis(sulfosuccinimidyl propionate (DTSSP; Pierce 
Co.,USA)lmg^iPx.-C25 < Ct?2NF^^ «5V»T7'Ct?— Hfc« U XM300JHI t CBS^*& (pH 8. 
5)-CRft^itatTDTSSP* I 'J *'V-A±(^HSAtC|S^Lfc'; Jj*V-Alml*ftfco ^ 
<*)y#V-A?£K±fB?>7;V7 71,37^7 rl,6v>7 h y t-^5tiO^'J a y;V7 
5 >it<&Wmfig*1tok.X, 25«C-e2B#M*#U f©ft7t-e- lft«H$U XM300mtPBS 

mm W. (pH 7. 2) -e eftttai U'J#v-a Iffig^- t b jfiLtt 7 ;i/ 7 5 > ± codtssp^ 7 ;v 

771,37^771,6^^ h V ^-^Htfl^O^Sr^To^o m5X~7fi-£ti& 
7;V7 7l,37^77l,6'7>; b >J *-^=«Hfc H Mj»7/1'7 5 >fcV#V-Afc# 
*-frL3fcy*V-A (B&fS-x : A 3 6 ) 2ml (»«*2mg. ^864200^ g, ¥^©#100 
nm) iWbtLfco 
[£Jfc*I9] 
[0 0 7 8] 

y #V-ARM*S^t hJfitfj^VT'S > (HSA) ±^«*'J ^>7-X3E««0« 

* y =fv > 7 - 3 HHtfgl (Calbiochem Co. , USA) 50 M g£0. 25g<7>NH4HC0 3 L fcO. 5 

mlTMMKflDx.^ 37t"C3BIW»#LfcflL 0.45^ m<9 7 )V * -T'ztii LT*S«©»7G3fc 

3»o7 5y-fkRj£«:^j|ifLr*y z 3S.mm<or v ny^r^vf^W/zg 

£#fco iI«3f#t'J #V-AjflM>— ^lmH-^^3,3' -dithiobis(sul 

fosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£;!jnx.T25 , C-C2B#|ia > 3^V>T7 
tt-WL, XM300$|£CBSMWi£(pH 8.5)^IWMMLTDTSSP;d ? y *°V-A±<9HSA 
KIS^Lfcy #V-Alml*#fco W', £©y #V-A*|C±|BO*y =fT>y-^ 3 
SH^O^U 3y;l/7 5 Xb^50 At g=SriDx.-C, 25T:t?2II*|«J*#U -eo^7t:t?— % 
«#U XM300K£PBS^«(pH 7. 2) -eR^iia LT y # V - All^t MflL«7;V7- 
5 >_t<7)DTSSPM y 3iii^^ffo/; 0 H6"C^3*L* 

*y rfv>7-* 3S*Mfifc ^ Ht?t7;V75 Vt 'J #7-A fc^MLfc'J jJ* V — A ( 
B&#:Man3) 2ml (iM® *2mg, iSS 6*200 /ig, ^ttSlOOnm) Wbtt^o 
[HifetfJ 1 0 ] 
[0 0 7 9] 

y ynv-j*mmm&K. Yintn 7^75 > (hsa) ±^o*y =r-v>y-^4 b audio 

*y rfv>y-^4 bASHR (Calbiochem Co. ,USA)50/< g£0. 25gONH4HC0 3 L£0 
.5ml>jt»ifcfcJniU 37^35 W«#L;fcaU 0.45^mO7 4 -"Cttji LT$|^^)^7C 
*3gW7 5 yftRje*^ttLT*y =fv>7-^4 b^tiO^'J3y;V7 5 ^-fb«frW50 

tBSE# 2004-3078849 



mm 2003-285432 



: 17/ 



MS*n?z 0 ^Jfe^JS-e^ytU^V-A^-fC^lmni^^S.S' -dithiobis( 

sulfosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£tJnx.T25 < CT?2R#!lJk 
r7t:t?-B^m#t, XM300mtCBS^@fS(pH 8.5)T~IWi&$LTDTSSPrt ? ';^V-A±tf> 
HSAtC^Lfc'; ^V-Alml£#£o 'J #y - Ai&KJhlBO* 'J 3*v - X 

4 b^St^y >^%50//gSrJnx.T. 25 < C"C2^fK»L, fOft7tT? 
-WWL, XM300mtPBS^«^(pH 7.2)T?IStt»aiLT 'J *°V- AH^t MfitffT 

>±ODTSSP^^ V -3~*VJ 4 bssffim<V& / &*ft ofc„ -5-<^)»*, H17-C'75 

V-A »:Man4b) 2ml (MS*2mg, *6Sa*200^g, ¥W@100nm) 

immm 1 1 ] 

[0 0 8 0] 

y si? V - A IItt^.t h 7? > (HSA) ±^0 tV^>/-X5 -tUfll WiBf 

:*->; rr-r^y 5-b^®|(Calbiochem Co. ,USA)50// g^rO. 25gONH 4 HC0 3 **3&»Lfc0.5 

y4kfcfcZ$E$kLX*V > y - X 5 ttiO/V n y ;l/7 5 >^%50 M g 
«r»fco **«3T?»ifcy#V-Aifc«>-- tt3*lmlC%ttttiK3.3' -dithiobis(sul 

fosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£2H]x.-C25'C-C2R#|^ ^V>T7 
IC"?— IfeSBSU XM300mtCBS^®?6L(pH 8. 5)T-p&*ttti& LTDTSSP^V *'V- A±OHSA 
Ctt#Ufc';*v-Ai«i*#fco £?>y Af£&c±fao*y rJ-r^y-* 5 
-btttto^y 3 v;wt^ >"fb*«50A*g*Jrax.T, 25 < c-e2B#M#L, •eco^7 < c-c-Bfe 

i#L, XM300MtPBSj^«(pH 7.2)T|?&^i§LT V #V- AJ^S^H hJfllftT^y* 

5 >_L<£>DTSSPK*y rrv>y 5 -bHII £fr H8W*ii 
*y rf-r>y t: hM7;v^ 5 > h U «KV-Ai:^lfc'J #V-A ( 
ft*:Man5) 2ml (&JBBM2mg. »Se*200^g, ¥*&*fc&100nm) rt*W&*Lfco 

[HM^ 12] 
[0 0 8 1] 

'j^y-AlI^tMitT^r/ (hsa) ±^©* y rf-r > y - ^ 6 A«fi©fe 

*U rfvW-* 6 AH&KCalbiochem Co. ,USA)50^ g£0. 25g«ONH 4 HC0 3 Sr»*» L£0. 5 
ml3jc#ifefcin*.. 37t:T?3BM*f^L^s 0.45/*mO7^;l/*-^®LT*l8t?>&7G5fc 
^7?yMlD^UtV rf^>y-x 6 AttttW^U 3~>;V75 ><k^t»50^g 
4r»feo 3 V-Afc©— ^5Hmnc3g|ti*3ig3, 3* -dithiobis(sul 

fosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£;Dnx.T25 < C-e2f»#F f g, ^v*T7 

*c-e— mmn l > xm3oosi t CBsmmm. (ph 8. 5) -c iRftttfl t tdtssp** y *k v - a ± <z>hsa 

Clt'frUfcy #V-Alml£#fc 0 £4>y #y-AiK±BO*'J zt-vyj—x 6 

a */*7? WfrfrW50/ig*SDx.T\ 25*C-e2l$m»#U •e-O^'CT?— 9ft 
*#U XM300Jgi:PBS^*i£(pH 7. 2) -CRl^M UT 'J #V-A«B**t MUL^T^T* 
5 >Jttf>DTSSPK*y 6 ;\ii<0^4:ffcfco ^tf>*S*> H 9 "C^cS 

^-y rf7>;-^ 6 A«t®|fcfc hJfti^T^y^ ^t»j#y-Ai#«*U'; #v-a ( 

B&=& : Ma n 6) 2ml (W@g2mg. ^®64200^g, W^SlOOnm) ififthftlto 

mmm 1 3 ] 

[0 0 8 2] 

y *'y-All^ii MflLt»7;wy? > (HSA) ±^o*y =f^>y 7%^m<om 

*y rfwy-* 7*Jt$|(Calbiochem Co. , USA) 50^ g£0. 25g<9NH4HC03 *»;frLfc0. 5 
mlTfciMfciJDA, 37t:T?3BW*^Ufea. 0.45/z m<£ 7 >f ;V * LT^Ift^SiTG* 
5g?>7^ Sik&J&if&RLX**) *-?>;-A7%ffim<D7V a v;V7^ ><b^50^g 
-ifc^s H*fe^il3 -C#7t:y ^V-A^^)— «P^lmlna8*tt*3,3* -dithiobis(sul 
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fosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£;&tIx.T25 , CT?2B#Fi^ ^V*T7 

r -e— Bfem^ l > xM3oojm t czsmmm (ph 8. 5) t- Pi^Mit l t dtssp** u # v - a ± ohsa 

KHf-frLfcy JKV-Alal**»fc 0 d^V *°v- A«i:±faotV =r-r>v 7 
WWC^'J 3*>/i/7 5 >-f&fr»50;*g*Sn*.T, 25 < CT-2B#F^m^L^ ZvmXlX—®, 
*#U XM300ffi£PBSttffift(pH 7.2)t?IR^»aL"C 'J # V - A J«ffi«frfr MflL«T^y 
5 V±ODTSSP»-* , J^>y-^7*ll«[Oj|if#S:fTo3to ^O^l, B01O-C7$tL 

^v^-* 7%mmt*. hs&mTfr-?* >tv ^v-At^Lty^v-i 

(*»:Man7) 2ml (Mgfi2mg, 1:200 /<g. ¥^*iSl00nm) *Lfc 0 

mmm 1 4 1 

[0 0 8 3] 

y^V-AiUBtt-frU hJfllj»T^r§ V (HSA) ±^0*'J r/wy-* 8tti©^ 
*y =Tv>y-^ 8+««(Calbiochem Co. ,USA)50/« g£0. 25gONH 4 HC0 3 L£0. 5 

*»fco #CK> HJfe^lI3-C#/c';^V-A^— fflJ«*lmHcai«Kil3, 3* -dithiobis(sul 
fosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£;Dnx.T25 c C'C2P# $cV>T7 
t: -C— Hfcm# L > XM300J3H t CBS$« ft (pH 8. 5) T IRfttt ft L T DTSSP** 'J aj? V - A ± <Z)HSA 

3->;V7 5 Xk^50^g4rinx.T. 25 < CT-2B#p B TO$U -g-O^TCT— Ift 
«#U XM300RfcPBSft«ifc(pH 7. 2) LT'J'f V-A Ili^ MflL»T;V^ 
5 > _h<7) DTSSP K:^ } ) ^v>y-^8tii^^^fro/: 0 HI 1 lt?^^tt 

rfv>y-* MHllt7;V7 , 5 >fc V ^V-At^L/; 'J #V-A 

(Ht:Man8) 2ml (M@*:2mg, &£g 1:200 ^ WfiSlOOnm) **&<b*Lfco 
[Uttffll 1 5 ] 
[0 0 8 4] 

'J^v-aj^m^h MfiLff7;v/5 y (HSA) ±^o^-U =fv>y 9H — ttftgo 

* 1; =fv > / 9 H — (Calbiochem Co. , USA) 50// g£0. 25gONH 4 HC0 3 LtzO 
.5ml**ftfc:in;l, 37"C-C3BHHft#Lrt:flU 0.45/im<E>7 >f fr* -X*mi&LXffimz>&7£ 

&ffie>7*yikKJfc*7c&Lx*y i-?y; 9-\ — wso^'jaw? >ib^t>50 

;/g£#fco #CfcU mmm3XntzVy$V-&WL<D-nfrlmUZ%iffim,m3,3' -dithiobis( 
sul fosuccinimidyl propionate (DTSSP; Pierce Co. ,USA)lmg£ Jnx."C25 < C"e2B#r^, $nV* 
X7VX— IftJHfU XM300m^CBS^t®ft(pH 8.5)^Rtt*»LTDTSSPrt*V #V-A±0 
HSAKj£<£L£ V #V-Alml£#£ 0 Z.<D*) tfV-J»mz±&<D**) S -X 

9+— fltSHo^'; 3->;V'T^>^%50 A £g*inx.r, 25 , cc2B#w&#u -e<o^7'C-e 

-|ft«# t . XM300JH fc PBS^® ft (pH 7. 2) T Rftttai LTV *° V - A HM*^ h jfkLflt T 
>±<*>DTSSPfc* V 9i — *!8t Sr^fofco -€-^>te*. H 1 2 

#y-A (#:Man9) 2ml (MKg2mg, ^SS4200^g> ¥*&tt«100nm) **# 

[HJfcfll l 6 ] 
[0 0 8 5] 

ij 3j*V-AR]fiifite-fc hJfitff TJl'-ZS V (HSA) ±^Otris(hydroxymethyl)aminometha 
netf)£££- 

JMfcttfl-i: LT<^U^V-A?:^|Sl-r>2,^46H, H»J3 "e#^'J ^V-AftO-gp^ 
lmHC^^|^S3,3' -dithiobis(sulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA 
)lmg^tPx.T25 , C-C2NFra, ^X7X:x— Bfe^L, XM300mi:CBS^®ft(pH 8. 5)t?RS^ 
ML-CDTSSP>& ? '; ^V-A±OHSA^^L^:'; ?KV- Almlt#7t 0 iO'J^V 
— Afttctris(hydroxymethyl)aminomethane(Wako Co. , Japan) lSmgSriPx.T^ 25 t C"C2B#l^ 
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mw l , -e- n&fc -c—Mm t > xm3ooh t vBsmmmtfi 7. 2) -c&i*mi§ v - 

MfiLrtT;vy 5 :/±<£DTSSPt~tris(hydroxymethyl)aminomethane<a£^£tr 
ofc 0 -e-co^^ % HI3 1 -C^$^«&tris(hydroxymethyl)aminomethanei: t >Jfillt7;V^ 
$>t*)#V-£>tiP&&Lt:}t%LtmtVX<DV#V-& (W : T R I S ) 2ml ( 

[Stffcfll 1 7 ] 
[0 0 8 6] 

u *°v-A]g|®*s^fc bjfiLnsrr^-r? > (hsa) ±©11*14^*1 

»$I4~1 5 fci3V»T9I«3;h,rt: 1 2a^O«fii**jft^L?t'J#V-A^ov»T, * 

1 2 3t<7}$f £Mj-£- V sJ*V — A2mHC N glJ^K, tris(hydroxymethyl)aminomethane 13mg& 
Jflx-T, 25 < C-C~2B#F^ •€-om7 < CT— m9kWLfc&. XM300Ki:PBS*flf«C(pH 7. 2)"? BRA- 

V-Att-frff (H&ffc : A2, A3, A4, A6, A36, Man3, Man4, Man5, Man6, Man7. Man8, M 
an9) Sr#2ml=Sr#7to 
[HJfeCT 1 8 ] 
[0 0 8 7] 

HJfctf!) 4 ~ 1 5 *3 «fc tfHifefl 1 7 tpIL/: 1 2 l^M^'J V - A in v 

itro-e<^V^-f->^fS'tt{i> 1f?ft(Yamazaki,N. (1999) Drug Delivery System, 14, 498 
-505) tttv^^^^Hjfe-fb^-f ^nyi/- h *fflv»fcia#«Rt?«3gLfco 
U^>(Con A; R&D Systems Co. ,USA) =Sr96^W * n h fcHfla£L)fco Z<DV? 

^>mfcik-?U- h iz. Jfctfc'J Ktf**lf tf^fcL/^xfa'f yo.l/igi: t fcfc 
. *ft«*4*45-aoll«ltt^ 1 J#V-A«^flt (ISlitLT, O.OVg, 0.04^g. 
0.11/*g, 0.33//g> l//g) £flnx.> 4 < Ctr2B#F^>r h Lfco PBS(pH 7. 2) -C3HI?Sfc 

frtfcfc, horseradish peroxidase (HRP0)#S£-* h V"/ h T t~ v > £«] U $<b^4'C 
"C1R$HK K PBS(pH 7.2)-C3EI«fe#Ls fcS&bll LTl 

jat'ti, 405nm<7)iJSbfcjg£-7-f ^n:/^— h'J- ^- (Molecular Devices Corp. ,USA) X* 
MSeLTto 7if-a>f >Otf;i-f-:"ftte. sulfo-NHS-biotin reagent (Pierce Co.,USA)^ 
it, Centricon-30(Amicon Co. .USA) i •) flNRLfco HRPOtt-fr* h 1/^ hTtT^>J±, 
HRPOOK'fbtNaBHaCNSrfflv^STCT^ y-ffcffitcj:*^ b 1/7" h 7 IfS^Olfrfrfc <£ OP 

[0 0 8 8] 
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[f£l] 







0.006 ug 


0.02 ug 


0.06 ug 


0.17 ug 


0.5 ug 


A2 


0.192 


0.196 


0.192 


0.169 


0.155 


A3 


0.178 


0.178 


0.178 


0.170 


0.142 


A4 


0.192 


0.196 


0.192 


0.175 


0.153 


A6 


0.182 


0.196 


0.182 


0.169 


0.151 


A36 


0.205 


0.215 


0.205 


0.192 


0.150 


Man3 


0.201 


0.211 


0.201 


0.177 


0.144 


Man4 


0.171 


0.203 


0.171 


0.157 


0.148 


Man5 


0.215 


0.221 


0.215 


0.196 


0.164 


Man6 


0.210 


0.222 


0.210 


0.207 


0.125 


Man7 


0.213 


0.214 


0.213 


0.183 


0.137 


Man8 


0.211 


0.216 


0.211 


0.188 


0.132 


Man9 


0.208 


0.211 


0.208 


0.186 


0135 



mmm 1 9 ] 

[0 0 8 9] 

* n ? 5 vita? k * * «; # v - a <d 1 2 5 m 

^n?? >T (Wako Pure Chemical Co., Japan) ^tt^CrKft h ?A*#$[£ 
^•^-r^3mg/ml •ifctWcSmg/ml t J: ? tCffl^WSSiLTffi^^o 4 1 6 K*5 

V>TpimL/c 1 2 «<£>$f ^V-A^mitris(hydroxymethyl)aminomethaneiS§^ 
Vtf?V-Ai:£50//l foai*Kx 9 ^>fa-/HX*l, ^V^T 125 I-NaI (NEN Life S 
cience Product, Inc. USA) *15/u U ^n? r/Ti^^lO/* 1 inilRJSS-tffco 5 ^rt 

JEMWti- h »; * A100// 1 im*.* RJ&£f?Jh£-£*:o #Cfc. Sephadex G-50 (Phramacia Bi 
otech. Sweden) ^A^nvMl:^ PBS TtSffl, Lfco 
«-'J#V-A«^#«:aiJnL.TJtiStt (4 x 10 6 Bq/mg protein) MLt 1 3«3Rtf> 

[^ife^O 2 0 ] 
10 0 9 0] 

Ehrlich ascites tumor (EAT) *M& (&2X10 7 m) fcHtfeMY (7 Htfr) *Bi 

»JfeTC»«L, M^0.3~0.6gtc^W (6-8 B&) Lfc^**H!lt{:fflv>fco - 
<&ffi*-*">*KHiS0« 1 9 iZX i) 125 IiiL/; 1 2«0»«&tN-tris(hydroxymethyl)a 
minomethane^^- U # V - A^#0. 2ml Sfi: t -C3// g/-EO#J# J: & * <t ? &~ 
JljMKftA.iS:#U 60 0fiLi£> JfflHL MR, J5t. I> *B£LiK, ^o^ffl^ 

«tiS, &m&<Ol&Mtte*iry-?%*>9 (Aloka ARC 300) fill 

mm<o$i& (%s#g /emm ) t-^l/c 0 3~m2 2^-t e 

[HJfctffl 2 1 ] 
[0 0 9 1] 

V *V- A WSftt-fr li HU»T^r 5 > (HSA) ±^3'-^7'; v-z.=ffim<o 

(tMUd'frft^iift « "b © 3 mo 

3'-'>7';^7^ h-*=«MR (Wako Pure Chemical Co., Japan) (1)50^ g. 2) 
200,/ g> Xfi. 3)lmg) £0. 25g<ONH 4 HC03 L£0. 5ml*»«LKiHliL, 37"CT?3BW« 
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W L fcflU 0. 45// m?> 7 ;w * - -eat a b -c$lil^it7n*sa^ 75; ftRfc £ 7t& LX3'- 
IsTViUy? h-X=mm<Dtn) 3y;V75 Wk^TO,* g£#£o ^fcK, ^Jfcfqj 3 *e# 
£ V *Fy-Aj£<£>— <B3HmlfcaMRttm3,3' -dithiobis(sulfosuccinimidyl propionate. 
(DTSSP; Pierce Co., USA) lmg^Jnx.T25 , CT»2B#F^, «V»-C7TC"C— U XM300mtC 
BSj^ffifS (pH 8. 5) -CRfttti L TDTSSPrt* «J # V - A ±<DHSklZ%%& L 'J # V — A 1ml * 

^<k^50//g*inx.r. 25*c-e2i$ra«#u -e-o&7t;-e-i!fc8&#u XM30omtPBS^ 

©fK (pH 7. 2) ■CRfl.aa! LTV *° y — A KMi^ h jflLfMP T ^ 7* 5 >±<Z>DTSSPK3' - v T 

2 ■e^$tL-&3'-'>TU ;V7^ h-^=titt hjfiL»T;vy5 yi'J'fv-At^ 

Lfc U #V - A (B&ifr : D3SL-K 2)3SL-2, 3)3SL-3) #2ml (KIM* 
2mg, «:Se4200/ig N sp*&*fcSl00nm) Wbtt^ 0 
[gftfli 2 2 ] 
[0 0 9 2] 

y#v-AHiElfrfrfc \>foMTfr-?\ > (hsa) ±— ©e'-VT 1 ;*?^ v-x=m&e> 

6' - v 7 y ;V 9 * h - J* =»«[ (Wako Pure Chemical Co. , Japan) (1) 50 M g, X*± , 2) 
200^g^ Xt^ 3)lmg) &0.25gOMUHC(h*»:frLfc0.5ml;fc?&ftfcta;U 37 < C-C30IRIJl 

*£LfcflL o.45/zmco7 ;v^--eit®LT$||ft^7c5|c3icoT5 s4kfcjB*$E&LX6'- 

. fc'J jj?y-AfflM>— ^^-lmHC^^f^^S, 3' -dithiobis(sulfosuccinimidyl propionate 
(DTSSP; Pierce Co. ,USA)lmg^jjPxT25t:T'2Bf ffi, *V>T7lC-e— &«#U XM300)g|£C 
BS3i« (pH 8. 5) -eRR^aiB L TDTSSPtf* U # V - A ±<7)HSA^^^ L £: V # V - A 1ml £ 
#fco iO'J tfV-l»WLK±wZ<06'-*sTV ^7? h-^HW^V3'>^7 5 

>"fb^50^g«-Jnx.T, 25 < C-e2Bf^«U -eo^7lC-e-!fc^j$U XM300HhPBSm 
«?£(pH 7.2)-ePiniiiiiLT'J ?KV-AlI^l; Mfitff 7 ;V 7* 5 ^±<DDTSSPK6' - v7 

3-e^$tL^,6'-vT'J;V7^ b Mfilff 7^75 > y # y - A j&^'g- 
Lfc U #y- A (H&ft I D6SL-1, 2)6SL-2, 3)6SL-3) £-2ml (£48 M 
2mg, ^SSfi200^g, TOSSlOOnm) **»fc*t;fco 
[ftttM 2 3] 
[0 0 9 3] 

'J#y-A*iB»^t hJtifrT/l'rS > (HSA) ±^W-->7';^9^ 

3'-'>7y )l>7? h^^. >ffim. (Wako Pure Chemical Co., Japan) (1)50 ^g, 3Ui, 2) 
200/* g, Xfi> 3)lmg) £0. 25g«DNH 4 HCOs LfcO. 5ml7KM^»Px.> 37 < CT3BIW» 

^L^m> 0.45/um^y^ ;V^—eitiiL , r*|^60jl7C*5S607 5 ytt&i&fc^il§L-C3'- 
•>7'J;V7^ J'ftfiftO^y a->^75 Xk^%50^g*f»fc o Hi&#U3-e# 

y ;tfV-A?&cD— S5^-lmHC^^t^;^3,3' -dithiobis(sulfosuccinimidyl propionate 
(DTSSP; Pierce Co. ,USA)lmg«:JPx.T25 t C-e2B#F^, «V*T71C-C— lftm#U XM300ffl|fcC 

Bsmmm (pH 8. 5) -eR^ata u tdtssp>& ? y # y - a ±ohsa^«^ l y *° y - a imi & 

ntzo i(OV *V-AtKJ:B03 , -i'7 , J h^rS n^7 5 

yfb^50Aig«rinx.T, 25*C-e2l$m«#U * <&»7*C U XM300)^fcPBSi^ 

«?£(pH 7.2)-eR*Mt«LTy #V-A1I^H >JflL»7^y§ y±WDTSSPJC3 , -v7 

4 •e^^tL^3'-V7y JV7^ y»fflfcl* MflL»7^^5 > t y #V-Ak**Hf&- 

LfcV#y-A (»: 1)3 SLN-K 2)3 SLN-2, 3)3 SLN-3) ^-2ml (^ 
lHg*2mg, i^ga*200^gx TOtfcSlOOnm) WbtLTto 
[^Jfe^ 2 4 ] 
[0 0 9 4] 
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(«a#<fr**»#*fc*fc4>3««) 

6'-v7'J;V7^ht5 >IMI (Wako Pure Chemical Co. Japan) (1)50 jug, XI*. 2) 
200/i g, XUU 3)lmg) Sr0.25gONH4HC0 3 4-»L^0.5ml7K^twJnx.. 37 t CT'3BK« 

->7V;V7^ a y;v7 5 Wb£-%50//g£#fc o (IUSWI3) 

-C^/cV #y-A?£0— g&frlmlH^H §5^3,3' -dithiobis(sulfosuccinimidyl propion 
ate (DTSSP; Pierce Co. , USA) lmg£ jjn*_-C25 < C-C2H#F^ «v»T7'C"T?— Hfej&#U XM300 
ffiiCBS0®?£(pH 8.5)-CPl^^jiLTDTSSP5& ? 'J #y- A±OHSAK*t£-L*: 'J #y- Al 

Xk^ife50/ t g^tnx.T, 25*C-C2B#H«#L, ^0^7'C-C-%»L. XM300JBIi:PB. 
S^«^(pH 7.2)T-|WMLTV*°y-AK®^t: h jfiLrf7;U75 >±<75DTSSPK6' - 
y7'J;V7^ft< V**©****! o *:«, *<&«r*, Jlfc ^^©3 

M^U/c'J^V-A 0*5ft: D6SLN-1, 2)6SLN-2, 3)6SLN-3) #2ml 
(M«fi2mg, H§S*200 A £g, ^feSlOOnm) ri'^fefLfco 
[§SWJ2 5] 
[0 0 9 5] 

>; # v - a MHifrfr * i» jflLM 7 ;w 7 5 y (hsa) ± <d m&mwm. 
mmm 21-24 ©^kk x «9 n $ 1 2 l u #v-ai:o 
v^t, -e-tL-rtLgo^ k&to^juuc «£ 15 v jj?v- a±ohsa seROToa^tt^a* 

flo^o 1 2&£>flHA&'g' 1 J sjfy- A2mHL SU^t-> tris(hydroxymethyl)aminomethane 
13mg=£rSn£T. 25*C-e2B#HL ^0^7t:T- gfe»& Lfclfe, XM300M £PBS3g1»i£(pH 7.2 

It'frytfy-Afc'frfle (B&# : 3SL-2> 3SL-2, 3SL-3, 6SL-1. 6SL-2, 6SL-3> 3SLN-1, 
3SLN-2, 3SLN-3, 6SLN-1, 6SLN-2, 6SLN-3) &2ml (&llBM2ing. ^®Sg200//g, 
USlOOnm) 

mmm 2 6 ] 

[0 0 9 6] 

v # y - Afc^fc J: & v * ^ y»#«ttia#«i*oill3fe 
HJfc$l2 i~2 4*J:U r *flS«l 6<&¥«fc.t »?WRbfc4H 2 SOffltt^'J *'V- 
A^^#^>in vitro-CCO V^-^y^^-fSttfi^ #&(Yamazaki,N. (1999) Drug Delivery S 
ystem, 14, 498-505) \Z$t^U ? yHjfeflsv>f ^ n 7V- h *Jflv>fc|fi#gUfeT?«!lJfe L 
fc„ i-^t>*,, (E-selectin; R&D Systems Co. ,USA) £96^^ * n h £ 

Mb7xfa^f >o.lyugfci:^tc, iftiSo||4 4#ao«an&#U^y-Att^# (SS 
SfiiiLT, 0.01//g, 0.04//g. 0.11/zg, 0.33/tg, 1/ig) £3JDx., 4'CT?2l$l«>r V * 
^- h L£ 0 PBS(pH 7.2)t?3IU^^-L^ ; f^ horseradish peroxidase (HRP0)l§£-* h 1^7 
hT\£V>imDQLs ZblZ&X-mmJ y*^s<- PBS(pH 7.2)-C3Il^U ifr 
**->*"--e£K.**iraLT£»-e#1I, 405nmfi9iMS£-7'f * n7>- h U-^-(Mo 
1 ecu lar Devices Corp. , USA) "CfflO^ Ltz a 7 3 ~>;Wfc7 jl -f-a ^ ><7) tT^-f- ylb&> sulf 
o-NHS-biotin reagent (Pierce Co. ,USA)£Q:li^ Cent ricon-30 (Am icon Co. , USA) \z X vffi 

«Lfeo hrpo^^. Yu-?YT\zy>\*, MPotDmfttttsmaizm^tz&TtT $ sitm 

[0 0 9 7] 



tBIE#2 004-3078849 



#M 2003-285432 



^-v>: 23/ 



2 



utfy-A 


u#y-A^#©#M (tigiBi) \z&vz>mm%}$k mytm) 


0.01 U g 


0.04 m g 


0.11 ll g 


0.33 ix g 


1 US 


3SL-1 


0.154 


0.147 


0.135 


0.120 


0.097 


3SL-2 


0.149 


0.142 


0.124 


0.118 


0.098 


3SL-3 


0.214 


0.214 


0.210 


0.183 


0.167 


I 6SL1 


0.177 


0.171 


0.167 


0.160 


0.114 


6SL-2 


0.196 


0.184 


0.169 


0.160 


0.159 


6SL-3 


0.214 


0.207 


0.196 


0.192 


0.183 


3SLN-1 


0.219 


0.198 


0.180 


0.164 


0.119 


3SLN-2 


0.155 


0.155 


0.151 


0.119 


0.096 


3SLN-3 


0.216 


0.198 


0.187 


0.146 


0.132 


6SLN-1 


0.257 


0.246 


0.233 


0.200 


0.151 


6SLN-2 


0.250 


0.250 


0.230 


0.199 


0.158 


6SLN-3 


0.248 


0.231 


0.227 


0.201 


0.144 



[Hi&tffl 2 7 ] 
[0 0 9 8] 

* n 9 ^ >m k * * &mmm& u # v - a <d 1 2 5 m 

^n7?>T (Wako Pure Chemical Co. Japan) mWLMmzumWki- Y V V Ai#?&£ 
^*L-r*L3mg/ml 3fetffc5nig/ml t X ? Cffl>«»L"Cfflv»fc 0 Hifefll 2 1*624 
i3 <fc tfUJfefll 1 6 1J Lfcl 3 m,(Om%m% V # V - A &tnc tris (hydroxymethy 1 
)aminomethane8r#y#y-A t £50// 1 i* og|j* Cx? ^Vf-i-y^A^. iSv>T 125 
I-Nal (NEN Life Science Product, Inc. USA) *15/i U * n 9 5 yT?#f££l0,u 1 Jnx-R 
J5£-£fc 0 5 ^rtC^D9 5 >T»iftlO^ 1 ^inl> Z.<0&fc*2 EI»!}$ELfc&15 
fefc«X*Jfc L^-MI^ h V *A100/il inx.. £j££#ih Sephadex 
G-50 (Phramaci a Biotech. Sweden) *7A^07HCfl PBS X~m&, tRWMfcfcttS 
Lfco *««-VJKy-Att^*«SlnU"rlfc©tt (4 x 10 6 Bq/mg protein) «r 

itui 3««<7) 125 i^';^y-Afe[^t#/co 

[?lifcffll2 8] 
[0 0 9 9] 

&sottgti££- u #y t?©»»* h&L*^<Dmff momfc 

-Mi&fcfr&W&iC L jtiHttddY^ X (7il*fr) 2 7 K «fc 0 1 25 fitz 

1 3®<^^iI^'a-^O f lCtris(hydroxymethyl)aminomethane^^- 1 ; *Ky-A:|g^#0.2ml£ 
^fiSfifc LX3 M g/— Vt<DM&fc%: 2> £ o -7 >>^ffi^P v*y7 : '-CJllrF ^ 3^w3if^JS-5- 
L^^ 10^m^^y^^-JV^TT-T^iij»il«t ^Mlml^^jfliL^o -?* LT > I&L* 
^"iMi^^T^v-*? y^-(Alola ARC300)-riIiJ^L/c o $ <b #t«5V#V- 
Alfc##<0£#rt5fc£tt£PI'«&§tt , T\ #JflL?K<OJflL?tS: Sephadex G-50T?W* n v h L 

A|*£#J±&frrtfc#v»Tfc£&te*#L"CV»fc 0 WW^^jm^^OiScWIB^tT* 

mm±<ommmm] 

[0 10 0] 

*K #^rt"t? >; # y - a K ltv>4 fl£ftg4*Ml • IS-fr b# * v * * > & L T v> 
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*• v - a ib $a crjk s *i, * y # v - a fc ra» i-^rt -ctr a $ 

[HlBoffiJIL&KiP!] 
[0101] 

#y - A oiAH Srjj^BIT* * o 

[ei 3] 7^7 7i,4v»ift^riii (hmm) ^is^L^WMtt'; 
[ii4] 7;v77i,6v>y \£*-A~mm (kemm) ^m^Ltzm^mmm^) 

[05] 7^77l,37^77l,6v>y h'Jt-^ElSi (A36*t$D 

[B6] *>)^-?>y-A3 S.mm (Man3ttft) £ L fclR W*&6)«U«lte V # V - 
A £>$|5*;H Sr^f BIT?* & o 

[0 7] tW/y-^4b A»« (Uan4bmm) *8r# Lfc*»»l«!I«liltt , J # 
y-AOM5£0£^i-|2l 

[II 8 ] * V =f %r > / - 7. 5 (ManStf 80 *tt# L fc* tt»fiMHI«UI: U # V - 

[HI 9 ] A*$ft (Man&tt&D frtt-fr Lfc««l#lRl«*ltt V # V - 

[®io] -x7 %mm (mammm) * ifrfr l ^ts»»iRi««itt y * y 

[Hill] *V ^>/-^8+t« (Man 8 Hi!) *tt-frL/i«»»filW«tty * 
[012] * U =f -7 > y - * 9 -t-mm (Man 9 MID «r«f^- L fc*«j»|fij*ll»te U 

sj*y-A©flt5^ia*3S"*-Bi'c*4o 

[EI 1 3 ] 13tt<9 'J #V- A«##O#iRrt&#60iMfcOJlll+^©fl'**«:*-r 1111? 

$> & o 

[mi 4] i3«ov#y-A*^o»*rta#60*tfeojn : *^fl'»'**'tia"r 

<?> o 

[Ell 5] 13aoy*y-Aa^O#JRrttt#60^Ol»«^O^*i*:^i-H-C 

<fc & o 

[IB 1 6] 13«oy#y-Att^©»*rttt#60*«^l|i^OiM|i***i-|H'T?* 

o 

[H1.7] 13ttoy ^y- A«^#o#JRrttft#60^»OJH^«>^**«:^i-|aT* 

o 

[EI 1 8 ] 13SO y *y- A«^©#JRrt»#60*lfcO*j|M»^O»**«:*i-H 
"C2b & o 

[Ei i 9 ] waoy #y- Att-fr#o»jRrtja:#6(M9-ifeoy y/^tff^o^asr^-r 

0 

[EI 2 0] 13aoy#y-A«^o#jRrtS^60^Olftffll^Ofl-*«*^i-H-T? 

[El 2 i ] i3«oy #v- A««fr#o»*rtJ9:#60fl'|feO'C>«i^«>fl'****"tBD-e 
[El 2 2] i3ttoy #y-A«^o#iRrtiS:#60^o^»^o^**^i"Ea-e 

[02 3] h-*=«| (3SUMI) ***LfcaW#lRl*lflltty # 
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V - a <?>«5£H £ 0 -C £ £ o 

[1212 4] 6'-'>T';;V7^ h-^HHil (6SL$flJ!) =^^L^^[S]ftlJ^14U # 

[Bi2 5] 3'-y7'j^7^ h-t? ymm osmmm) zm&Lt:m&>i$foMm&v 

[02 6] 6'-->7'J^7^ b (6SLN«$I) *»<£Lfc«W*tfaiWfcltty 

[029] mvv #v - Am&&<vM^ft&^iofr&<Dfa^^<D®ftm*7Fi-mx' 

[03 0] m<DV *°V-A^#<7)MS : ^#lO^OjflL*^O#fi 1 fi?:^-r0-e 
[031] Jt^ft^i: LTOtrisChydroxymethyDaminomethanet^LyiU #V- 
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